


EXHIBIT 2 

DEPARTMENT OF HEALTH & HUMAN SERVICES Public liealttl service 
Food and Drug Administration 
Rockville, MD 20857 

NDA 21-451 

Dentsply Pharmaceutical 
3427 Concord Road 
York, PA 17402 

Attention: Karenlee Modric, 
Director, Regulatory Affairs and Quality Assurance 

Dear Ms. Modric: 

Please refer to your new drug application (NDA) dated January 22,2002, received January 22,2002, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Oraqix (Lidocaine 
and prilocaine periodontal gel) 2.5%/2.5%. 

We acknowledge receipt of your submissions dated February I, March 8, and 14, April 1, May 17, 
June 24 and 27, July 17, August 16, and 26, September 20, October 15, November 11,13,18 and 21, 
and December 20,2002, February 12, March 28 and 3 1, April 14, 15 and 30, May 2, June 19, July 24, 
September 17, November 21, and December 11,12, and 18,2003. 

The June 19,2003,, submission constituted a complete response to our November 20,2002, action 
letter. 

This new drug application provides for the use of Oraqix (Lidocaine and prilocaine periodontal gel) 
2.5%/2.5% for adults who require localized anesthesia in periodontal pockets during scaling and/or 
root planing. 

We have completed our review of this application, as amended, and it is approved, effective on the 
date of this letter, for use as recommended in the attached labeling (package insert) and labeling 
submitted December 12,2003 (immediate container and carton labels) with the minor revisions noted 
below, 

The final printed labeling (FPL) must be identical to the enclosed labeling (text for the package insert), 
and the labeling submitted December 12,2003 (immediate container and carton labels) with the 
following minor revisions. 

1. On the Immediate Carton (foil blister) labels: 

Switch the location of the phrase “Rx Only” with the phrase “1.7 g” (“1.7 g” currently 
appears on the line with the word “Use” and it appears that this might be an instruction 
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to “use I.‘7 g”). Also, add the word “gel” after the phrase “1.7 g” (e.g., to read “1.7 g 
gel”). 

2. On the Immediate Container (Cartridge) label: 

Right adjust the phrase “1.7 g” and add the word “gel” following it so it is clear that the 
1 .I g refers to the amount of gel in the cartridge and it is separated from the word “Use” 
as much as possible. 

3. In the Package Insert: 

a. Convert the “max” portion of the phrases “Cmax” and ‘Tmax” to subscripts. 

b. Ensure that all references to the brand name Oraqix are followed by the appropriate 
symbology (e.g.,@) consistently throughout the labeling. 

C. Update the duration of action of the anesthetic effect range from the current 25-75% 
quartile to the 1 O-90% range. 

4. In all Oraqix labeling: 

a. Ensure that the newly agreed upon established name [“Oraqix (lidocaine and prilocaine 
periodontal gel) 2.5%/2.5%“] is consistently used throughout the labeling. 

b, Adjust the fonts or other appropriate features accordingly (not simply the point size of 
the typeface, since different fonts have different prominences, etc.) so that the 
established name appears at half the prominence of the brand name. We note that in 
the current versions, different fonts are utilized so that even though the point sizes listed 
appear to be in the appropriate ratio, the sizes of the letters do not allow for the 
appropriate prominence of the established name. 

Marketing the product with FPL that is not identical to the approved labeling text may render the 
product misbranded and an unapproved new drug. 

Please submit the copies of final printed labeling (FPL) electronically, according to the guidance for 
industry titled Providing Regulatory Submissions in Electronic Format - NDA (January 1999). 
Alternatively, you may submit 20 paper copies of the FPL as soon as it is available but no more than 
30 days after it is printed. Please individually mount ten of the copies on heavyweight paper or similar 
material. For administrative purposes, this submission should be designated “FPL for approved NDA 
21-45 1.” Approval of this submission by FDA is not required before the labeling is used. 

We remind you of your postmarketing study commitment in your submission dated December 19, 
2003. This commitment is listed below. 

Complete a Segment III Reproductive Toxicology study on prilocaine in a single species as 
described in the ICEI-SSA Guidance to Industry, The adverse effects to be assessed will include 
measurements of altered growth and development and functional deficits in the offspring, 
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including behavior, maturation (puberty) and reproduction (F 1). Sensory functions, reflexes 
and behavioral responses will be assessed in the Fl generation. 

Protocol Submission: by May 2004 
Study Start: by July 2004 
Final Report Submission: by July 2005 

We also remind you of your agreements to the following: 

I _ Provide, on at least an annual basis, all reports of product misuse, product defects (e.g. 
defective collars), device failures, or other events that may relate to the potential for 
accidental injection of Oraqix. Submit such information even if no adverse occurrences are 
observed. 

2, Provide a plan for education of practitioners during the rollout of Oraqix. This educational 
program should include instruction on the proper use of Oraqix, particularly with respect to 
the need to avoid injection of Oraqix. 

Submit clinical protocols to your IND for this product. Submit nonclinical and chemistry, 
manufacturing, and controls protocols and all study final reports to this NDA. In addition, under 21 
CFR 3 14.8 1 (b)(2)(vii) and 3 14.8 1 (b)(2)(viii), y ou should include a status summary of each 
commitment in your annual report to this NDA. The status summary should include expected 
summary completion and final report submission dates, any changes in plans since the last annual 
report, and, for clinical studies, number of patients entered into each study. All submissions, including 
supplements, relating to these postmarketing study commitments must be prominently labeled 
“Postmarketing Study Protocol”, “ Postmarketing Study Final Report”, or “Postmarketing Study 
Correspondence.” 

All applications for new active ingredients, new dosage forms, new indications, new routes of 
administration, and new dosing regimens are required to contain an assessment of the safety and 
effectiveness of the product in pediatric patients unless this requirement is waived or deferred. We are 
waiving the pediatric study requirement for ages O-5 years and deferring pediatric studies for ages 6-17 
years for this application. 

In addition, submit three copies of the introductory promotional materials that you propose to use for 
this product. Submit all proposed materials in draft or mock-up form, not final print. Send one copy to 
this division and hvo copies of both the promotional materials and the package insert directly to: 

Division of Drug Marketing, Advertising, 
and Communications, HFD-42 
Food and Drug Administration 
5600 Fishers Lane 
Rockville, MD 20857 

Please submit one market package of the drug product when it is available. 
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We have not completed validation of the regulatory methods. However, we expect your continued 
cooperation to resolve any problems that may be identified. 

We remind you that you must comply with reporting requirements for an approved NDA (2 1 CFR 
314.80 and 314.81). 

If you have any questions, call Kimberly Compton, Regulatory Project Manager, at (301) 827-7432. 

Sincerely, 

{See appended electronic signature page} 

Bob Rappaport, M.D. 
Director 
Division of Anesthetic, Critical Care and 
Addiction Drug Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 

Enclosure 



Ron Zentz 

02/11/;!004 12.18 AM 

To: Jim Bieber/Dentsply@Dentsply 
cc: 

Subject: Oraqix 

Jim, 

Here is a copy of the approval letter from FDA. In the first paragraph it identifies the section of the Code 
under which the NDA was file and approved (section 505(b)). I reviewed the list again on page 2700-19 

1 
r 

of the info you sent to me. I think this is the only thing that was missing that I can provide. The other 
components are in the package insert and chronologies already sent to you. The other things relate 

1 

directly to patent and claims. I 
I 

Let me know if you see anything else that I can provide. Thanks again for your help Jim. 

Ron NDA 21-451 Approval ltr only 12-19-O: 

Ronald R. Zentz, RPh, DDS 
Director of Clinical Affairs 
DENTSPLY Pharmaceutical 
3427 Concord Rd 
York, PA 17402 

PH 717 757-0206 
Mobile 717 887-l 456 
FX 717 757-5572 
rzentz@dentsply.com 


